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lead in time to a characteristic clinical picture in which pigmentation,
diabetes mellitus, hepatic cirrhosis, and endocrine changes are the most
prominent features.
2.-AETIOLOGY
Haemochromatosis has a sharply limited incidence, both of age and sex. Age
The earliest recorded age is twenty years, and thereafter there is a mcidence
gradually increasing liability until the decade forty-five to fifty-five is
reached, when the incidence is at a maximum—42 per cent of the
recorded cases occurred during these ten years. There is then a rapid
decline in incidence. These figures apply to the age of the established
disease; in many cases it is found that one or more symptoms, particularly
pigmentation, may date back much earlier. From a clinical point of
view the disease is therefore one of middle life.
The sex incidence is even more sharply limited than the age, haemo- Sex
chromatosis having an overwhelming incidence in males.  Of 311 mcidence
recorded cases, 295 occurred in men and 16 in women, giving a pro-
portion of roughly 20 males to 1 female. For various reasons the true
proportion is probably even greater than this. Apart from a few minor
differences, particularly a tendency for the hepatic cirrhosis to be of the
atrophic form in females, the disease has the same characters in both
sexes.
A few familial and hereditary cases have been recorded and have a Heredity
special significance from the rarity of the disease. Lawrence described a
family in which the transmission of the disease was thought to suggest
a sex-linked inheritance.
An explanation of haemochromatosis involves the integration of a
number of apparently isolated phenomena which are briefly indicated
below. Among these there appear to be at least four which are primary
and not derivative. These are: (i) the deposits of haemosiderin and
haemofuscin, (ii) the age-incidence, (iii) the sex incidence, and (iv) the
cirrhosis of the liver and other organs. Numerous hypotheses have been
advanced in the past, but most of them, including that of chronic copper
poisoning (Mallory), do not explain all the above features (Sheldon,
1935). The most satisfactory view is that the disease is an inborn error
of metabolism, dating from conception but not becoming clinically
ohvious until middle life. The exact nature of this error is still unknown,
but it concerns the inner metabolism of all the cells of the body and
is shown in two ways: (i) by the production of a melanin pigment in
certain situations, and (ii) by the formation of an iron-containing
compound in nearly all the tissues. The latter is probably the result
of some abnormality which gives the iron concerned in intracellular
respiration a shorter life than normal and then leaves it in a form
unfit for excretion. This error does not produce any disturbance of
health, but it initiates in many organs a process of fibrosis, and eventu-
ally the characteristic symptoms of disease in the organs affected. In	;

